vidence indicates that activation of the angiotensin II type 1 receptor (AT1R) acutely decreases insulin secretion in animals and humans (1-3), mediated at least partially by reductions in islet blood flow and proinsulin biosynthesis (1, 2) . In contrast, AT1R blockade increased insulin secretion by 40 -60% in Zucker diabetic fatty (ZDF) rats (4) and in obese db/db mice (5), thereby delaying the otherwise premature onset of diabetes in the latter animal model. If this were the case in humans, it would provide an explanation for the finding that AT1R antagonist treatment reduces the incidence of type 2 diabetes by ϳ25% in high-risk individuals in clinical trials despite no improvement in insulin sensitivity in most human studies using the euglycemic clamp technique (6) .
We therefore studied the effects of 6 weeks of treatment with the AT1R antagonist valsartan (80 mg b.i.d.) on ␤-cell function and insulin sensitivity in 16 subjects with impaired glucose tolerance (75% male; age 58 Ϯ 2 years; BMI 33 Ϯ 2 kg/m 2 ), using a double-blind, placebocontrolled, randomized, cross-over design. We ensured that all subjects had a blood pressure Ͻ130/80 mmHg with or without antihypertensive medications (other than ACE inhibitors or AT1R antagonists) before the study, so as to minimize any potential influence of blood pressure lowering by AT1R antagonist treatment on metabolic outcomes. Threehour hyperglycemic clamps (ϳ10 mmol/l) with [3- 3 H]glucose infusion and indirect calorimetry, followed by intravenous arginine infusion (5 g over 30 s), were performed at the end of both treatment periods for the measurement of glucose-stimulated first-and second-phase insulin secretion, insulin secretory capacity, as well as different aspects of insulin sensitivity. The study was designed to detect 12.5% increases in first-and secondphase insulin secretion with 90% power.
Contrary to our hypothesis, AT1R
blockade had no effect on either glucosestimulated first-(188 Ϯ 13 vs. 184 Ϯ 15 pmol/l, P Ͼ 0.6) and second-phase insulin secretion (362 Ϯ 35 vs. 337 Ϯ 31, P Ͼ 0.2) or insulin secretory capacity (1,731 Ϯ 128 vs. 1,714 Ϯ 136 pmol/l, P Ͼ 0.8). Moreover, whole-body insulin sensitivity, suppression of endogenous glucose production, and stimulation of glucose disposal and glucose oxidation remained unchanged during the clamp (all P Ͼ 0.6); suppression of plasma free fatty acid and glucagon also remained unaltered (both P Ͼ 0.4).
The present study provides the novel information that, contrary to the studies in rodents (4,5), short-term AT1R blockade does not improve ␤-cell function in humans who have impaired glucose tolerance, which may be due to species differences. Interestingly, in ZDF rats the improved ␤-cell function by AT1R blockade was associated not only with increased islet proinsulin content but also with attenuated islet fibrosis and ␤-cell apoptosis (4). If attenuated islet fibrosis and ␤-cell apoptosis were important for improved insulin secretion by AT1R blockade in humans, it would probably be seen only with more prolonged treatment than that tested in the present study.
We conclude that short-term AT1R antagonist treatment improves neither ␤-cell function nor insulin responsiveness in various insulin-sensitive tissues in humans. Whether more prolonged AT1R antagonist treatment can benefit human ␤-cell function remains to be determined. Acknowledgments -The present work was supported in part by an unrestricted investigator-initiated research grant from Novartis Pharmaceuticals and an American Diabetes Association Career Development Award to C.M.
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Use of TobramycinImpregnated Calcium Sulphate Pellets in Addition to Oral Antibiotics
An alternative treatment to minor amputation in a case of diabetic foot osteomyelitis T o supplement surgical debridement, pellets of calcium sulfate (CS) were used as vehicles for local antibiotic delivery in treating osteomyelitis (1) . We are aware of one case series in which diabetic pedal osteomyelitis was resolved with postoperatively implanted polymethylmethacrylate antibiotic beads and intravenous antibiotics (2). We now present a case of radiologically successful, nonsurgical management of diabetic foot osteomyelitis with tobramycin-impregnated CS pellets, in addition to oral antibiotic treatment, following our previous report on the pellets' anecdotal success in treating diabetic infected wounds (3) .
A 41-year-old male with type 1 diabetes referred to the diabetic foot clinic had radiological findings of septic arthritis and diffuse osteomyelitis (anatomic stage IV) of the right fourth metatarsal head and adjacent phalanx overlying a chronic neuropathic ulcer. He refused to undergo a ray excision of the infected bones despite the suggestion of our surgical colleagues. Local therapy with prefabricated tobramycin-impregnated CS pellets, which were inserted twice into a deep cavity beneath the small foot ulcer, was then added to supplement oral Ciprofloxacin and Clindamycin and later to Amoxicillin/ clavulanic acid treatment due to drugrelated diarrhea. Further radiographs of the right forefoot after 4 and 6 weeks of the above treatment revealed radiological improvement of osteomyelitis and signs of bone reconstruction in the affected bones (online appendix Fig. 1 [available at http://care.diabetesjournals.org]).
In a randomized study (4) , high local antibiotic bioavailability from implantable beads in infected joint arthroplasties was found to be as effective as conventional parenteral antibiotic treatment. The nonadherent state of CS pellets versus bone substitutes, like polymethylmethacrylate, could be advantageous for antibiotic delivery in chronic osteomyelitis with antibiotic resistance (5) . The potential role of local administration of antibiotics from CS pellets in healing and bone repair is reported in a case series of patients with osteomyelitis (6) .
In the infected nonischemic diabetic foot, the possible synergistic effect of tobramycin-impregnated CS pellets as an additional treatment to systemic antibiotics should be further investigated in clinical trials.
Acute Renal Failure Following Oral Sodium Phosphate Bowel Preparation in Diabetes

R
ecently there is renewed interest in the association between type 2 diabetes and colorectal carcinoma (1). Some authorities have advocated more in- 
